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CLAIMS 




A pharmaceutical composition comprising a 
pharmaceuticall^acceptable carrier and a compound of the formula X r 
His-Lys-X-Lys-X 2 wherein 

X is ahy amino acid, 

X, is frorhyzero to twelve amino acids, and 
X 2 is from zhro to twelve amino acids, 

and wherein said compound optionally comprises an amino-terminal 

and/or carboxy-terminal protecting group. 



s . s 



10 2. The composition of claim 1 wherein 

X A is from zero to six amino acids, and 
X 2 is from zero to six amino acids. 

3. The composition of claim 1 wherein X is selected 
from the group consisting of Ala, Leu, He, Val, Pro, Phe, Trp, Met, Ser, 
15 Thr, Tyr, Asn, Gin, Cys, and Gly. 



20 



His. 



4. The composition of claim 3 wherein X is Asn, Phe or 



5. The composition of 



X 1 is 



herein 



(i) zero amiifio ac\ 

(ii) the segment 




Glu-Gln-Gln-His- 
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Gly-Leu-Giy-His-Gly (SEQ ID NG>:1) , or N-terminal 
truncation fragment thereof containing at least one 
amino acid, and 



Xo is 



(i) zero amino acidis, or 

(ii) the segment l/e|u-Asp-Asp-Asp-Leu-Glu- 



His-Gln-Gly-Glij 
terminal trunca 



His-Vgl (BEQ ID NO:2) , or C- 
ion frstoYnent therebf containing at 



least one amino aci 



The compositiorrw^claim 5 wherein X is Asn, Phe or 



13^ 5 



7. The composition of claim 1 wherein the compound 
has substantial amino acid sequence homology to the amino acid 
15 sequence His-Gly-His-Glu-Gln-Gli/His-Gly-Leu-Gly-His-Gly-His-Lys- 
Phe-Lys-Leu-Asp-Asp-Asp-Leu-($1u-His-Gln-Gly-Gly-His-Val (SEQ ID 
NO:5) . 
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8. The composition of claim 1 wherein the compound 
has the amino acid sequence His-Gly-His-Glu-Gln-GJn-His-Gly-Leu-Gly- 
His-Gly- ^His-Lys-Phe-Lys^ Leu-Asp-Asp-Asp-Leu-Glu-His-Gln-Gly-Gly- ^ 
His-Val (SEQ ID NO:5). 



9. The composition of claim 1 wherein the compound 
has the amino acid sequence Gly-jjis -^ys-Phe-LysX eu-Asp-Asp-Asp- 
Leu-Glu-His-Gln-Gly-Gly-His(SEQ ID NO:7) . 

25 10. The composition of 

X, is 

(i) zero am 

(ii) the seghnent GI^-Hfe\Lys-His-Lys-His-Gly- 
His-Gly-His-Gly-Lys (S^Q IP NflQ3) or N-terminal 
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truncation fragment thereof containijag at least one 
amino acid, and 



X 2 is 



(i) zero amino acids, o 



(ii) the. 




sgrnent Gly 

Asn-Gly-Tr/-Lys-Thr (SEQ /D NO:4) or C-terminal 



truncation fragment tlperec 
amino acid. 



1 1 . The composition q 



12. The 
amino acid sequence hofnology 
Lys-His-Lys-His-Gly-His- 
Asn-Gly-Lys-His-Asn-GI\ 



s-Lys-Asn-Gly-Lys-His- 
' NO:4) or C-terminal 
containing at least one 



j(m 10 wherein X is Asn, Phe 



Composition dtf claim 10 having substantial 

to themmino acid sequence Gjy^His- 
Gly-His-GlyyLysAHis-Lys-Asn-Lys-Gty-Lys-Lys- 
Trp-Lys-T/hr/(SE 




13. The dpmposifion/ of claim 10 having the amino acid 
sequence Gly-His-Lys-His\^s-His-G^ 

Lys-Gly-Lys-Lys-Asn-GIy-Lyg^^ ID NO:6). 
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14. The conr^osition of claim 10 having the amino acid 
sequence Lys-His-Gly-His-Gly-His-Gly-Lys-His-Lys-Asn-Lys-Gly-Lys- 
Lys-Asn (SEQ ID NO:8) 



15. Thef composition of claim 10 having the amino acid 
sequence His-Lys-Asn/Lys-Gly-Lys-Lys-Asn-Gly-Lys-His-Asn-Gly-Trp- 
Lys-Thr (SEQ ID NO:9). 



16. A method of inhibitjp^angiogenesis comprising 
administering to a mammal an effeptft/e amount of a composition 
according to claim 1. 
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17. A method of i 
comprising administering to a ma 
composition according to claim 1. 



18. A method of/in 
comprising administering to a 
composition according to clai 



AVnethc 




g endothelial cell proliferation 
tive amount of a 



cing endothelial cell apoptosis 
tective amount of a 



19. ANmethod of inhibiting angiog^nesis comprising 
administering to a marrwial an effective amount of two-chain high 



i nog en- 



molecular weight kininogl 

20. A method of inhi 
comprising administering to a mam 
high molecular weight kininogen. 

21. A method of in 
comprising administering to a mam 
high molecular weight kininogen 



dothelial cell proliferation 
ffective amount of two-chain 





22. A method of inhi 
administering to a mammal a 
molecular weight kininoi 




elial cell apoptosis 
effective amount of two-chain 



angiog^nesis comprising 



ective amount of single-chain high 



23. A method of inhibt 



ndotWelial cell proliferation 



comprising contacting endothelial ceHs with \a /compound of the formula 
X r His-Lys-X-Lys-X 2 wherein 



X is any amir/o acid, 
X-, is from ze 



25 and wherein said compound opti 

and/or carboxy-terminal protecting\gro y 




mino acids/and 



X? is from ze o to twelve a 



mpriseV3nX m i n o-t erm i n al 



24. 



The method of Any of claim 23 wherein 
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X 1 is from zero to six amiplo acids, and 
X 2 is from zero to six amino acids. 

25. The method of claim 23 wherein X is selected from 
the group consisting of Ala, Leu, lie, Val, Pro, Pl/ie, Trp, Met, Ser, Thr, 
Tyr, Asn, Gin, Cys, and Gly. 



His. 



26. The method of claim 25 w/ierein X is Asn, Phe or 



27. The method of claim 23 wherein 



10 



15 



20 



X, i, 

(i) zero &m hd acids, or 

(ii) the sdgiy^nt His-Gly-His-Glu-Gln-Gln-His- 
ly-Leu-Gly-Hisl<|y (SEQ ID NO:1), or N-terminal 

truncation fragmgrqt thereof containing at least one 
cimino acid, and . 



X 9 is 



(i) zero am 




ino a>$ids, or 
(ii) the ^egment LetMQSp^Asp-Asp-Leu-Glu- 
Hi^Gln-Gly-Gfly-His-Val (SEQ ID NO:2), or C- 
terrmnal truncation fragment thereof containing at 
least one amnno acid. 



28. The method of claim 23 wherein 



25 



X, is 

(i) ^ero amino acids, or 

(ii) Ahe segment Gly-His-Lys-His-Lys-His-Gly- 
His-Gly-His-Gly-Lys (SEQ ID NO:3) or N-terminal 
truncation fragment thereof containing at least one 
amino acid, and 
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X 2 is 

(i) zero amino acids, or 

(ii) the segment Gly-Lys-Lys-Asn-Gly-Lys-His- 
Asn-Gly-Trp-L^-Tl|il/(SEQ ID NO:4) or C-terminal 
truncation frajgmen]$hereof containing at least one 
amino acid. 



29. The method ahfe6rding to claim 27 wherein inhibition 
of proliferation includes apoptosis of the endothelial cells. 




wherein 
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30. A compound of the formula X r His-LyspC-Lys-X 2 



X 1 is 

the segment His-Grly-His-Glu-Gln-Gln-His- 
Gly-Leu-Gly-His-Gly (0EQ ID NO:1) , or N-terminal 
truncation fragmer^Khereof containing at least one 
amino acid, anc 
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X 2 is 

(i/zero amino acids, or 
(ii) the segment Leu-Asp-Asp-Asp-Leu-Glu- 
His-£ln-Gly-Gly-His-Val (SEQ ID NO:2), or C- 
tepminal truncation fragment thereof containing at 
heast one amino acid, 
and wherein said compound optionally comprises an amino-terminal 
and/or carboxy-ter/ninal protecting group. 



25 



31 . The compound of claim 30 wherein X is Asn, Phe or 



His. 




32. The compound of claim 3(yhaving substantial amino 
acid sequence homology to the amino acid sequence His-Gly-His-Glu- 
Gln-Gln-His-Gly-Leu-G!y-His-Gly-His-Lys-F^ 
Leu-Glu-His-Gln-Gly-Gly-His-Val (SEQ ID/NO:5). 
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33. Th^ompound of claim 30 having the amino acid 
sequence Gly- His-Lys-P he-Lys-Leu-Asp-Asp-Asp-Leu-Glu-His-Gln-Gly- 
Gly-His (SEQ iB NO:7) ™ ^ 



34. The cojJH^eOTTd^aving^^ap^o acid sequence 
J-ys-His-Gly-His^C^ly^ (SEQ 
ID NO:- I^^-^J 



\ 



jHJs-Lys-Asn-L^s | 
(SEQ ID NO; 



T^ng^eompound'having the amino acid sequence 
?ys-Lys-Asn-Gly-Lys-His-Asn-Gly-Trp-Lys-Thr 



